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CLAIM AMENDMENTS: 

This listing of claims will replace all prior versions and listing of claims in the application. 
Listing of the Claims: 

Claim 1 (currently amended): A quinazoline derivative of the Formula I: 



where X 2 and X 1 are independently selected from a direct bond or a group -[CR 4 R 5 ] m , wherein m 
is an integer from 1 to 6, 

Z is C(O), S0 2 , -C(0)NR 10 -, -N(R 10 )C(O)-, -C(0)0- or-OC(O)- where R 10 is hydrogen or (1- 
6C)alkyl, 

and each of R 4 and R 5 is independently selected from hydrogen, hydroxy, (l-4C)alkyl, 
halo(l-4C)alkyl, hydroxy (l-4C)alkyl, (l-4C)alkoxy(l-4C)alkyl, or R 4 and R 5 together with the 
carbon atom(s) to which they are attached form a (3-7)cycloalkyl ring, provided that when a 
group R 4 or R 5 is hydroxy, m is at least 2 and the carbon atom to which the hydroxy group is 
attached is not also attached to another oxygen or a nitrogen atom; 

Q 1 is a piperidinyl ring, which is optionally substituted by one or two substituents selected from 
halogeno, trifluoromethyl, trifluoromethoxy, cyano, nitro, hydroxy, amino, carboxy, carbamoyl, 




wherein: 

one of R la or R lb is a group of sub-formula (i) 



Q^X'-Z-Q^-O- 
(0 
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acryloyl, (l-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, (2-6C)alkenyloxy, 

(2-6C)alkynyloxy, (l-6C)alkylthio, (2-6C)alkenylthio, (2-6C)alkynylthio, (l-6C)alkylsulfmyl, 

(2-6C)alkenylsulfmyl, (2-6C)alkynylsulfmyl, (l-6C)alkylsulfonyl, (2-6C)alkenylsulfonyl, 

(2-6C)alkynylsulfonyl, (l-6C)alkylamino, di-[(l-6C)alkyl]amino, (l-6C)alkoxycarbonyl, 

N-(l-6C)alkylcarbamoyl, N,N-di-[(l-6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, 

(2-6C)alkanoylamino, N-(l-6C)alkyl-(2-6C)alkanoylamino, sulfamoyl, N-(l-6C)alkylsulfamoyl, 

N,N-di-[( 1 -6C)alkyl]sulfamoyl, ( 1 -6C)alkanesulfonylamino, 

N-(l-6C)alkyl-(l-6C)alkanesulfonylamino, carbamoyl(l-6C)alkyl, 

N-( 1 -6C)alkylcarbamoyl( 1 -6C)alkyl, N,N-di-[( 1 -6C)alkyl]carbamoyl( 1 -6C)alkyl, 

sulfamoyl(l -6C)alkyl, N-( 1 -6C)alkylsulfamoyl( 1 -6C)alkyl, 

N,N-di-[( 1 -6C)alkyl]sulfamoyl( 1 -6C)alkyl, (2-6C)alkanoyl( 1 -6C)alkyl, 

(2-6C)alkanoyloxy(l -6C)alkyl, (2-6C)alkanoylamino( 1 -6C)alkyl, 

N-(l -6C)alkyl-(2-6C)alkanoylamino(l -6C)alkyl and ( 1 -6C)alkoxycarbonyl( 1 -6C)alkyl; 

Q 2 is an isoxazolyl ring optionally substituted b) u i o two gam; j 1 * he same or 

diffc ren t, scl ccjed from haiogeno, hydroxy, nitro, amino, cyano, carbamoyl, (l-4C)alkyl, (S- 

4C)alkoxv, (2-4C)aikanoyi and (l-4C)alkylsulfonyl, | (1 -4C)alkyl jamino, dim -4C)alkvllammo. 

N-[( 1 -4C) al kyl jcarbamoyl, and M.N-d\{( 1 -4C)alkyl] carbamoyl; 

and wherein any (2-4C )aikanoyl group in a substitucnt on Q z optionally bears one or two 

substituents, which may be the same or different, selected from hy droxy and (l-3C)alkyk 

and wherein any (l-4C)alkyl group in a substitucnt on Q 2 optionally bears one or two 

' - P K...Vxl j j gbJMX i>g. Ill e same or d iflerent ^ x y a n d 

halogeno; on e- ef - mofe - sttbsti t u e nts-s el-e e te d-from - ■ ha l eg e ney^rifl - tffirom g thy - iy^rifl - uoFom e thexyy 
eyanoy-m tro , hydro xy, amino, carboxy, carbamoyl, acryloyl, ( 1 ■■ 6C)alkyl, (2-8C)alkenyl, 
(2 8C)alkynyl, (1 6C)alkoxy, (2 6C)alkonyloxy, (2 6C)alkynyloxy, (1 6C)alkylthio, 
(2 6C)alkenyfthio, (2 6C)alkynylthio, (1 6C)ajicyls»lfmyl, (2 6C)alkcnylsulfinyl, 
i ( < , 1 , < j s * > > - s > > - > 

(4"6&)ai ky i a . m ffie, - ^ 

N;N - 4i -- { - (l --- 6€)alky -l- ]6at : bam oyl, (2 6 C)aikanoy l , (2 6C)a 4k-atto-;--i : y<-y-. -■ .': ■ ; € - )a l kaney4amiHe - , - 
N - (l - 6C)alkyl - (2 - 6C)alkanoylamino , sulfamoyl, N (1 6C)alky lsulfamoyl, 
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N-"(l--6€-)iiikyi"(4--4C) a lkanes ulfonylamiiio, carbamoy l 1 --6C j a l k yl, 

N(l 6Qalkylc a rbamoyl(l 6C) a lk y l N,N di [(1 6Q al ky l]earbamoyl(l 6C)alkyl, 

s ulfamoyl(l -6Qalkyl,N (1 6C)alkylsulfamoyl(l 6Qalkyl, 

N,N di [{1 6C)alkyl]sulfam o yl(l 6C)aSk yl, (2 6Qalkan o y l(l 6Qalkyl, 

(2~6Qalkanoyloxy(l-6Qalkyl (2^6C)alkanoylamino(l-6C)afeyl, 

N-{l--6C)ai k yl (2 6 Qaikanoyiamino(l 6C)alkyl and (1 6C)aikoxycarbonyS(l 6C)alkyl, 

substituent on Q 4 or Q * optionally bears one or more substitiients which may be the same o r 

selected from cyano, nitro, carboxy, (2 -- 8C)alkenyl, (2-8C)alkynyl, (l-6C)alkoxy, 
hydroxy(l 6C)alkoxy, (1 1 C)alkox y(l 6C)alkoxy, (2 6C) alkanoyl (2 6C)alkanoyloxy and 
NR a R> wh e r e in R a is hydrog e n or (l-4C)alkyl and R- b is hydrog e n or (MQalkyl, and wh e rein 
t My - {l --4 € - )?i l ky l "m"R^ -«Hi : -R b optionally bears one or more subsfcituents which may be the -i sam^er - 
diffem#-^leet^4re^ 

oyano, nitro, (2 - 4Qalken.yl, (2 - 4C)a3k.ynyl, (1 ■■ 4C)alkoxy, hydroxy(l-4C)alkoxy and 
(l - 2C) al ko x y( 1-4 C) al k o x -yv 

e^^- a - n - d - R ^ tegeth&r - with - th&nitrogen 
membe - red ring, which optionally bears 1 or 2 substiiuents, which may be the same o r different, 
on an a v ailable ring carbon atom sel e cted from haiog e no, hydroxy, ( M Qal k yl and 

(prov i d e d - th e- ri^ 
f -I -~4€-)a-l-ky 1<» i-> I; 

at^wheyeHvaRy--H--4Qa4ky4-er---(- 2 < 1Qalkanoyl group pr e s e nt as a substitu e nt on th e ring 
formed by R * and R b together with the nitrogen atom to which they are attached, o ptionally bears 
on e or mo s ub s ti s am e or d v^u * s^lee*e4-#-»m4ia4ege«e-a«4 

faydfe-xy-and/er-ept^ 

and wherein Q 4 optionally bears 1 or 2 oxo ( ■■■■ O) or thioxo - ( " S - ) -s u 4 3st - kuent s-- 
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and the other of R la or R lb is a group R 1 which is hydrogen, (1-6C)alkoxy and 
(l-4C)alkoxy(l-6C)alkoxy, and where in any (i -6C)alkox y grou p within R 1 optionally bears 1, 2 
or 3 substituents, which may be the same or different, selected from hydroxy, fluoro and chloro 
■ se t eeted-from hydrogen, hydroxy, (l-6C)alkoxy, (2 -- 6C)alkenyloxy, (2-6C)alkynyloxy, or a 
gmu - p - e - f - t - he - fe - rHi - a - k -- : 

Q 4 ^ 

wherein X* is a direct bond or is selected from Q or S, and Q 4 is (3 7C)c ycloalk y l, 

(3 7 C) cyclo alkyl (1 6C) al kyi, (3 7C)cy ok»alk^vyM-:^-?€-)cycloalk e nyl (1 6 Q alkyl, hete ro c yclyl 

or h o tcrocycryl - (l -6C)alkyl, 

a«d- ; wkefek-&djaeefrt-ea<43e<^ 

are optionally separated by the insertion into the chain of a group selected from O, S, SO, SOz -, 
is hydrogen or (1 6C)alkyl 

and wherein - any - CH ^ optional iyb e ar - s - at 

th e -t e HTaiml"GH3 : ~ - <»r - HGs - pesitk>n a substitucnt selected from halogcno, carbexy-earbaffley i ; 

(4-6G)alk<>xyc^fbeHyti"N-(i'-6C)alkylcarbamoyl, N,N - di - [(l -- 6C)alkyl]earbam eyl-; 

amino (1 6C)alkyl, (1 6C)alkylamino (1 6C)alkyl and di [(1 6C)alkyl]ammo (1 6C)alkylor 

frem - a - group - of - th e formu l a-: 

w h e r e in X^is a dir e ct bond or is s e l e ct e d from CO and N(R*)CO, wh e rein R* is hydrog e n or 
(1 -6C)alkyl, and 0/ is heterocyclyl or heterocyclyl-(].-6C)aikyL 

and w h e r ein any a l ley ! or alkyl e n e group within a R* substitu e nt optionall y b e ars one o r 

mer-e4ial og e B8y - (4"^ - )alkyV 

(1 6C)alkoxy,(l 6C) al k ylthio, ( 1 6C)alkylsulfinyl, (1 6C)alkylsulfonyl, (1 6C)a lkylamino, 

di - [( i - 6C)alkyl] a mino, (1 - 6C)alkoxycarbonyl, N - (l - 6C)alkylcarbamoyl, 

N,N di [{1 6 C)alkyl]carbamoyl, (2 6C)alkanoyl, (2 6C)aikanoyloxy, (2 6C)alkan oylamino, 

(l--6C)aikanesulfony{amino and N-(l- 6C)alkyl (1 6C)alkanesulfonylamino, or from a group of 
the formula: 
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wherein X' 5 is a direct b ond or i s sel e cted from Q, S, SO, SO a-Nfffc 6 ), CO, CH(QR^), CON(K% 
N(R 6 ) CQ, SChNfR 6 ) N(R fe )SQ3 . C(R 6 )a() C(R 6 )^.S and C(R 6 )j.N(R 6 ) wherein R 6 is hydrogen or 
(l - 6C)alkyl, and Q * is (3 7C)eycloaikyI, (3 7C)cycloalkyl 

(1 6C)alkyl, (3 7C)cycloalk e nyl, (3 7C)cycloalk e nyl (1 6C)alkyl, h e t e rocyclyl or 

and wher ein any heterocyclyl group within a substituent on R* optionally bea rs 1, 2 or 3 



> , hydroxy, i 



carboxy, carbamoyl, formyl, mercapto, (l -- 6C)alkyl, (2 - 8C)alkenyl, 



(1 6C)alkylsulfinyl, (l-6C)alkylsulfonyl, (l-6C)alkylamino, di [(1 6C)alkyl]amino, 
("l - -6G)a 4 kexy€arbonylv - N " (i " 6<v}alkyl6at : bam<>yl - ; 

N,N-di-[(l -6C)alkyl]carbamoyl, (2-6C)alkanoyl, (2-6C)alkanoyloxy, (2-6C)alkanoylai 



:^,lU---*\ky\ (2 6C)aiiamoyim 



■O, N (1 6C)alkylsulfamoyi, N,N di [(i 6C)alkyl]suifanioyi, 



f--frero-* 



(1 6C)alkanosulfonylai 
the formula: 

wfaerein-X^i s - a - dk^et - be^ 

(1 6C)aikyl, and R* is halogeno (1 6C)a l ky l , hydroxy (1 6C)a j ky j , carboxy (1 6C)alkyl, 
( 1 - 6C)alko x y - ( 1 - 6C)alkyl, c y ano - ( 1 - 6C)al k yL amin o-( I -6 C)alkyl, 



■of 



(1 6C) a l k ylai 



) (1 6C)aiky[, di [(1 6C)alk> 



> (1 6C)al 



(2-€€)alk-a«0y4affli^^ 

earbai^yl-<l"6C)al kyl,N - <l"6C)a[ky[carbamoyl. - <l"6C)alkyl, 
N ; N-di4(4^4^ky4]ear-bai^K4- ^C)alkyl, (2 6C)allcu Hoy4-^i-^)a4kyj 
(1 6C)alkoxyca.rbonyl (1 6C)alkyl, 

exe"Oi"-th-i0xe-s-H-bsti-t-H6nte; 

R 2 is selected from hydrogen and (l-6C)alkyl; 
each R 3 , which may be the same or different, is selected from halogeno, cyano, nitro, 
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hydroxy, amino, carboxy, carbamoyl, sulfamoyl, trifluoromethyl, (l-6C)alkyl, (2-8C)alkenyl, 
(2-8C)alkynyl, (l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (l-6C)alkylthio, 
(l-6C)alkylsulfinyl, (l-6C)alkylsulfonyl, (l-6C)alkylamino, di-[(l-6C)alkyl] amino, 
(l-6C)alkoxycarbonyl, N-(l-6C)alkylcarbamoyl, N,N-di-[(l-6C)alkyl]carbamoyl, 
N-(l-6C)alkylsulfamoyl, and N,N-di-[(l-6C)alkyl]sulfamoyl 
a is 1,2 or 3, 3 . 4 or 5 ; 

or a pharmaceutically acceptable salt thereoff 



N-(3,4-dichlorophenyl) - 7 - {{{4 -- [(3,5"dimethylisoxazol - 4 - yl)carbonyl]mor^ 

Claim 2 (previously presented): The quinazoline derivative according to claim 1 
wherein X 2 is a direct bond. 

Claims 3-6 (cancelled). 

Claim 7 (currently amended): The quinazoline derivative according to claim_l~6 
wherein R 1 is selected from methoxy, ethoxy, isopropyloxy, cyclopropylmethoxy, 
2-hydroxyethoxy, 2-fluoroethoxy, 2-methoxyethoxy, 2,2-difluoroethoxy, 2,2,2-trifluoroethoxy or 
3 -hydroxy-3 -methylbutoxy . 

Claim 8 (currently amended): The quinazoline derivative according to claim_7-§ 
wherein R 1 is methoxy. 

Claim 9 (previously presented): The quinazoline derivative according to claim 1 
wherein X 1 is suitably a direct bond or a (l-6C)alkylene group. 

Claim 10 (previously presented): The quinazoline derivative according to claim 9 
wherein X 1 is a direct bond or methylene or ethylene group. 
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Claim 1 1 (previously presented): The quinazoline derivative according to claim 1 
wherein Z is selected from -C(O)-, -NR 10 -C(O)- (wherein R 10 is H or (l-6C)alkyl), and 
-O-C(O)-. 

Claim 12 (previously presented): The quinazoline derivative according to claim 11, 
wherein Z is -C(O)-. 

Claim 13 (previously presented): The quinazoline derivative according to claim 11, 
wherein Z is selected from 
-NH-C(0)-and-0-C(0)-. 

Claims 14-15 (cancelled). 

Claim 16 (currently amended): The quinazoline derivative according to claim J,-44-, 
wherein the group Q 2 -X 1 -Z- is linked to the piperidinyl nitrogen of Q 1 . 

Claims 17-24 (cancelled). 

Claim 25 (currently amended): The quinazoline derivative according to claim J-23- 
wherein Q 2 is unsubstituted or substituted by a (l-4C)alkyl group, a (l-4C)alkoxy group, 
halogeno, amino, nitro, cyano, carbamoyl, di-[(l-4C)alkyl]amino, and N,N-di[(l- 
4C)alkyl] carbamoyl. 

Claim 26 (previously presented): The quinazoline derivative according to claim 1 
wherein R 2 is hydrogen. 

Claim 27 (cancelled). 
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Claim 28 (previously presented): The quinazoline derivative according to claim 1, 
wherein an R 3 is in the para position on the anilino ring, and this is selected from halogeno, 
cyano, nitro, hydroxy, amino, trifluoromethyl, (l-6C)alkyl, (2-8C)alkenyl, (2-8C)alkynyl, 
(l-6C)alkoxy, (2-6C)alkenyloxy, (2-6C)alkynyloxy, (l-6C)alkylthio, (l-6C)alkylamino and 
di-[(l-6C)alkyl]amino. 

Claim 29 (previously presented): The quinazoline derivative according to claim 1 
wherein the group of sub-formula (ii) 




(iii) 

where one of R 15 or R 17 is hydrogen and the other is halogeno, and R 16 is halogeno. 



Claim 30 (previously presented): The quinazoline derivative according to claim 29 
wherein the group of sub-formula (iii) is 3-chloro-2-fluorophenyl, or 3-chloro-4-fluorophenyl. 



Claim 3 1 (currently amended): The compound according to claim 1 selected from one 
of the following: 

(1) A/-(3-chloro-2-fluorophenyl)-6-{[l-(isoxazol-5-ylcarbonyl)piperidin-4- 
yl]oxy}-7-methoxyquinazolin-4-amine; 

(2) A/-(3-chloro-2-fluorophenyl)-7-methoxy-6-( { 1 -[(3-methylisoxazol-5- 
yl)acetyl]piperidin-4-yl}oxy)quinazolin-4-amine; 
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(3) A/-(3-chloro-2-fluorophenyl)-7-methoxy-6-( { 1 -[(3-methylisoxazol-5- 
yl)carbonyl]piperidin-4-yl}oxy)quinazolin-4-amine; 

(4) A/-(3-chloro-2-fluorophenyl)-7-methoxy-6-( { 1 -[(5-methylisoxazol-3- 
yl)carbonyl]piperidin-4-yl } oxy)quinazolin-4-amine; 

(5) A/-(3-chloro-2-fluorophenyl)-7-methoxy-6-( { 1 -[(5-methylisoxazol-4- 
yl)carbonyl]piperidin-4-yl}oxy)quinazolin-4-amine; 

(6) 7V-(3-chloro-2-fluorophenyl)-7-methoxy-6-( { 1 -[(3-methylisoxazol-4- 
yl)carbonyl]piperidin-4-yl } oxy)quinazolin-4-amine; 

(7) iV-(3-chloro-2-fluorophenyl)-6-( { 1 -[(3,5-dimethylisoxazol-4- 
yl)carbonyl]piperidin-4-yl } oxy)-7-methoxyquinazolin-4-amine; 

(8) A r -(3-chloro-2-fluorophenyl)-7-{[l-(isoxazol-5-ylcarbonyl)piperidin-4- 
yl]oxy}-6-methoxyquinazolin-4-aminc; 

(9) A^-(3-chloro-2-fluorophenyl)-6-methoxy-7-( { 1 -[(3-methylisoxazol-5- 
yl)acetyl]piperidin-4-yl } oxy)quinazolin-4-amine; 

( 1 0) N-(3 -chloro-2-fluorophenyl)-7-methoxy-6-( { (3R)- 1 - [(3 -methylisoxazol-5 - 
yl)acetyl]piperidin-3-yl}oxy)quinazolin-4-amine; and 

&mme~a&4 

(42-)(ll) 4-((4-r(3-Chloro-2-fluorophenyl)aminol-7-methoxyquinazolin-6-vl|oxy)- 
A^-(3,5-dimethylisoxazol-4-yl)piperidine-l-carboxamide. 



Claims 32-33 (cancelled). 



Claim 34 (previously presented): A pharmaceutical composition which comprises a 
quinazoline derivative of the Formula I, or a pharmaceutically-acceptable salt thereof, as defined 
in claim 1 in association with a pharmaceutically-acceptable diluent or carrier. 



Claims 35-37 (cancelled). 
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